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Kl This action is FINAL. , 

□ Since this application is in condition for ai.owance ^"^^J™"" " " *" ^ " 

in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O.G. J. 

month(s), or thirty days, whichever 



A shortened statutory period for response to this action is se t to. expire cguse thg 

is .onger, from the mailing date of t^om-n,ca,on. ^"^^^^^ under ?he provisions of 
application to become abandoned. (35 U.S.C. § 133). bxtensions ot um» y 

37 CFR 1.136(a). 



Disposition of Claims 

Kl Claim (s) 1-6.9-11, and 14-16 

Of the above, claim(s) 14-16 

□ Claim(s) 

Kl Claim(s) 1-6 and 9-11 

□ Claim(s) . 

□ Claims 



is/are pending in the application, 
is/are withdrawn from consideration, 
is/are allowed, 
is/are rejected, 
is/are objected to. 



are subject to restriction or election requirement. 



□disapproved. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on . IS [.approved 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 1 19 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) ■ 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 

Cer-tmed-COpies_not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 



Attachment(s) 

□ Notice of References Cited, PTO-892 

□ Information Disclosure Statement(s), PTO-1449, Paper Note). 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-1 52 
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DETAILED ACTION 
Response to Amendment 



2. 



- * . . , ~ w Wn can celed and claims 14-16 have been added 
1 Claim 9 has been amended, claim 1 2 has been canceled, <w 

r , at « fiw 1 8 September 2000. Claims 1-6 and 9-1 1 and 
as requested in the amendment of paper #15, filed 18 beptemoer 

14-16 are pending in the instant application. 

Newly submitted claims 14-16 are directed to an invention that is independent or distinct 
from the invention originally claimed for the following reasons: the claims are directed to a 
me thod of using the polypeptide. The invention of these claims is related to the elected invention 
as ^ related as product and process of use. The inventions can be shown to be distinct if either 

both of the following can be shown: (1) the process for using the product as claimed can be 
practiced with another materially different product or (2) the product as claimed can be used in a 
serially different process of using that product (MPEP § 806.05(h)). In the instant case the 

of producing antibodies rather than in a method of treating cancer. 

Since applicant has received an action on the merits for the originally presented invention, 
this invention has been constructively elected by original presentation for prosecution on the 

wfaiirwfrom^^ 



or 



merits. Accordingly, claims 14-16 are 
elected invention. See 37 CFR 1.142(b) and MPEP § 821.03 
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3. 



Claim Rejections - 35 USC § 103 
Claims 1-6 and 9-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
combination of Cooke et a,. (U.S. Pat. No. 4,725,549) and A. M. Walker (TEM, 5(5): .95-200) 
of Maciejewski e, al. (J. Biol. Chen, 270(17): 27661-27665, 1995, for the reasons of 



m view 



acid mimics 



record in paper #13. 

Applicant argues that Walker and Maciejewski e, a!, teach away from each other. This 
argument is no, persuasive because Maciejewski e, al. teach that a mutation of serine to glutamic 

dmics phosphorylation and Walker teaches tha, phosphoty.ation results in antagonistic 
activity. Applicant argues tha. the specification teaches that the "serine 90 phosphorated bovine 
pr „,ac,in was reported to be biologic* inactive". However, mis resuh oniy demonstrates mat 
mis form of prolactin did no. stimulate cell proliferation in the Nb2 ra, ,ymphoma bioassay, and 
says noting to whether Ute prolactin was an antagonist or no,. Therefore, Maciejewski e, al. 
does no, teach away from Walker. Antagonistic activity does not require inhibition of ce.l 
pro .iferation, but rate, antagonism of the native Ugand and native biological activity of the native 
Hgand Therefore, a .ack of cel. pro.iferation couid also be considered antagonism because a 
counteracts or neutrah.es native prolactin (i.e. .ack of cel, proliferation), absent evidence .0 me 
contrary. 

Apphcan, argues that Maciejewski e, a., suggest that phosphorylated prolactin is no, an 
agonist. This argumen, is no, persuasive because Maciejewski e, al. was no, cited for i,s 
teaching of whether the compound was an antagonist, bu, rate for the teaching that substitution 
of serine with glutamic or aspartic acid mimic phosphorylation. Maciejewski e. al. is essentially 



* 
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si ,e„ t ,„ the biologicai activity of antagonism and does no, appear ,o teach away, contrary to 
Applicants assertion. This is especiaily in light of Walker which recites a. page ,97 tat 
..pnosphc.ry.ated PRL cieariy acts as a superantagonist, with approximately one-tenth the 
concentration of phosphory lated Pr, neutralizing the growth-promoting effects of the res, 
PRL" and "Whether mis superantagonism is achieved by a much increased affinity for me 

of a different signal cascade within the cell is unknown a, present". 



receptor or initiation 

Therefore, Walke, teaches that binding to the receptor is no, reared for antagonism, comrary „ 

Applicant's assertions. 

Applican, argues una, me examiner has no, provided motivation for me combination of 
references. This argument is no, persuasive because such motivation was provided in ,he 
previous Office action. One of ordinary skill in me ar, would be motiva,ed ,o substi,u,e anomer 
inc. acid which wou.d mimic phosphorylation for tins serine because WaUcer caches ma, .his 

iological activity and phosphorylation creates an antagonist of prolactin. I 
m response to apphcanfs argumen, ,ha, me examined conclusion of obviousness is based 
improper hindsigh, reasoning, it must be recognized ,ha, any Judgmen, on obviousness is in 
necessarily a reconstruction based upon hindstgh, reasoning. Bu, so long as i, ,akes into 

account only knowledge which was within the ^fbTdiw^e^e-claimed 

invention was made, and does no, include knowledge gleaned only from the appUcan,, d,sc,osure, 
SU c„ a reconstruction is proper. See * n McLaughlin, 443 P,d ,392, HO USPQ 209 (CCPA 



amino 

serine is important for bio 



upon 



a sense 



1971). 
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Applicant argues that Maciejewski et al. do not teach that substituted prolactin acts as a 
prolactin receptor antagonist. Applicant is correct; the Examiner misstated the reference. 
However, Maciejewski et al. do teach that substitution of the prolactin mimics phosphorylation 
and Walker teaches that phosphorylation results in a superantagonist, be it an antagonist of 
receptor binding or by antagonism of the biological activity via another mechanism (see Walker at 

page 197). 

Applicant again argues that Maciejewski et al. suggest that phosphorated prolactins 
could not be used as antagonist because of the disclosure that they are unable to bind or activate 
prolactin receptors. Tins argument is unsupported by any facts of record. The disclosure that the 
ohosphorylated protein docs no. bind .he receptor does not mean that the protein is no. an 
antagonist. The Examiner mistakenly referred .0 "prolactin receptor antagonist". This was a 
poor choice of words, in light of the teachings of Walker and also due .0 the number of differen. 
ways a compound could an<agonize me biological effects of mother compound. However, i, still 
does no. mean that * prima facie case of obviousness was no. present in me previous Office 



action. 



Applicant continues .0 argue that Maciejewski e. al. do no. .each that mutation of serine 
crea.es an antagonist In response .0 applicant's argumen^gainsnhe^ferenees-mdlviduaUy,- 
0 „e cannot show nonobviousness by attacking references individually where the rejections are 
based on combinations of references. See * re KeUer, 642 F.2d 4.3, 208 USPQ 871 (CCPA 
,981); /» re Merck & Co.. 800 F.2d 1091, 231 USPQ 375 (Fed. Or. .986). Maciejewski e, al. 
was no. cited for it's reaching of antagonistic activity, but rather ma, substitution of serine with 




Page 6 

Application/Control Number: 09/065,330 
Art Unit: 1647 

gl u,amic or aspartic acid mimics phosphorylation. Wata teach that phosphoryiation results in 
a^onisr, Wore, one would expect the substitution of serine with glutamic or aspartic acid 



,„ mimic phosphorylation and to result in antagonism, absent evidence to the contrary. 

Applicant argues at page 7 to, mere is no suggestion or motivation to modify prolactin 
because it would make the protein inactive. This argument is no, persuasive because the inability 
of the mutaled prolactin to stimulate cell proliferation does not mean mat i, is useless or 
undesirable. Rather, the fact that it does not stimulate cell proliferation would support the 
findings of Walker, which identify me phosphorylated protein as an antagonist, thereby leading 
one to conclude that the substitution which mimics phosphorylation would also lead to 
antagonism, as taught by Walter. Again, Applicant s«es ma, because Maciejewski e, al. do no, 
teach the use of phosphorylated prolactins as antagonists. Applicant is correct, but the cited 
reference of Walker was relied upon for this teaching. 

Applicant argues mat the disadvantage of dephosphorylation was no, <augh, in me ci.ed 
reference, bu, rather in me instant specification. This argument is no. persuasive because 
Maciejewski et al. do mentionthe advantage of mutation of serine to create mimics of 
phosphorylation due to the variability in phosphorylation of the native protein. One does no, need 
me .cachings of me ins,an, specification ,o realize d gBWB^ ^ Wosphory4ation-by- 
muu ,i„n .o anomer amino acid in ma, one of ordinary skill in the ar, would readily recognize the 
advantage of such since it was already taught in the art as evidenced by Maciejewski e, al. 

Therefore, the invention as claimed would have been prima facie obvious over the prior ar, 
of record for me reasons of record and for me reasons provided above. 
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Conclusion 

4. No claim is allowed. 

5. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 

policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date ofthis action. In the event a first reply is filed within TWO 
MONTHS of the mailing date ofthis final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing date 
ofthis final action. 



Any inquiry concerning this communication or earlier ^^ons^ the 
be directed to Christine Saoud, Ph.D., whose telephone number is (703) 305-7519. ihe examiner 
« d S2££ reached on Monday to Friday from 7AM to 3PM. If attemp* to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Gary Kunz, can be reached 
(703) 308-4623. 

Certain papers related to this application may be submitted to Technology Cente =^600 by 

^^^^^^<^6^^ 16 1993) and 1157 OG 94 (December 
P " SSJSS §L6(d)) NOTE: If Applicant toes submit a paper by tog^* 
sLd copy should be retained by Applicant or Applicant's re P resent ^ 
COPIES SHOULD BE SUBMITTED so as to avoid the processmg of duplicate papers. 
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2S£»S^SS3=S (703, 308-0.4. «*. pape, shou, 
NOT be faxed to 308-0294. 

-let;™ tn the status of this application or proceeding should be 
Any inquiry of a general nature or relating to the status oi mib w 8 _ 01% 
dta*2 to the Group receptionist whose telephone number is (703) 308 0196. 



December 4, 2000 



CHRISTINE J. SAOUD 
PRIMARY EXAMINER 




